Later, the authors discussed the falsificationist ideas of Karl Popper in relation to the black ravens: "the observation of a single nonblack raven will falsify the hypothesis that all ravens are black." Huff (2) Huff has seen some white ravens, but he has not identified them for other interested parties to study. I too have heard similar rumors, but I have yet to see a convening of the chemical structure, genetic toxicity, hyalin droplet data, and adequate rat cancer bioassay data for such a chemical. Given the importance of the issue under discusion, it would be valuable if Huff were to identify the chemicals to which he referred and present the relevant data for them in a focused paper. This would enable the commissioning of research to elucidate whether the a2p-globulin male rat renal cancer hypothesis should be retained or abandoned. Equally, when the available data are scrutinized, and perhaps extended, it may be possible to retain the hypothesis for use under qualified conditions; for example, it may be concluded that the persistence or magnitude of the nephropathy, as opposed to its presence, is the critical parameter.
The surest way to make progress in assessment of the hazard posed to humans by rodent carcinogens is for exceptions to current models to be clearly identified and made the subject of active research. In (1) proposes that "it may be possible to retain the hypothesis for use under qualified conditions." Ideally, I have little difficulty with his suggestion; however, in practice, the workability of such nuances is nearly impossible. Recall that "as it happens often in science, a timid suggestion at the end of a discussion, a carefully worded hypothesis, become transformed in the next paper (often by other authors) into a fact" (2) . Perhaps this is what happened to the a2p-globulin hypothesis, without the attendant necessary search for white ravens. Some have associated this testosterone-mediated protein with tumors of the kidney-in male rats. Importantly, a plausible rationale has yet to be offered to explain why certain a2p-globulin-provoking chemicals fail to systematically induce renal tubular cell tumors. Early on, in fact, several of us have raised basic issues about this purported mechanism (3-5).
Hence, from my personal perspective in the sensitive area of human health and life, one must ignore the scientific urge to retain such tentative and "footnoted" hypotheses because proof, acceptance, and utilization for public health purposes must remain sacrosanct and on a firm foundation, especially when the use of said limited proof allows greater potential risks to be propagated or perpetrated. Nonetheless, the search for mechanisms of carcinogenesis-likely to be chemical specific-must continue.
In this vein, Ashby (1) 
